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CLAIMS 



WE CLAIM: 



S~ufc> o 



1. A method for identifying a modulator of a pr.ptein 
that comprises a metalloprotease domain and a 
5 thrombospondin domain, the method comprising the steps of: 
treating a target organism having a developing gonadal 
cell responsive to the protein with at least /e potential 
modulator of cell migration; and 

observing in the treated target organdTsm a change in 
10 migration or shape of the developing gonadal cell 

attributable to the presence of the / least one modulator 
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2. A method as claimed in Claim 1 wherein migration 
of the developing gonadal c^dl in the target organism 
before treatment is absen/or reduced relative to a wild 
type individual . 



3. A method >a~s claimed in Claim 1 wherein the 
treating step restores or enhances migration in the target 

ve to migration before the treating step. 



organism re 
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4. /A method as claimed in Claim 1 wherein migration 
of the ^developing gonadal cell in the target organism 
before/ treatment is at a level of a wild type individual. 



5. A method as claimed in Claim 1 wherein the 
treating step reduces migration in the target organism 
relative to migration before the treating step. 
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6 . A method as claimed in Claim 1 wherein the target, 
organism comprises a protein that comprises a 
metalloprotease domain and a thrombospondin domain, th< 
protein being selected from the group consisting of 
protein encoded by a native polynucleotide coding sequence, 
a protein encoded by a heterologous polynucleotide coding 
sequence introduced - into the target organism, A. protein 
that shares at least 20% amino acid sequencer identity with 
either of the foregoing and retains an ability to direct 
cell migration in the target organism ,y^nd a chimeric 
protein encoded at least in part by ^£t least one of the 
foregoing and introduced into the/target organism, the 
polynucleotide coding sequence lASexng under transcriptional 
control of a promoter active/in a tissue located 
sufficiently close to the/Qeve loping gonadal cell so as to 
signal the cell to migrate. 



7. A methprd as claimed in Claim 6, wherein the native 
polynucleotic^ coding sequence is C. elegans gon-1. 



8.X A method as claimed in Claim 6, wherein the 
2 0 heterologous polynucleotide coding sequence is a homolog of 
C . /el egans gon - 1 . 



9. A method >as claimed in Claim 8 wherein the homolog 
of C. elegans gon -l^encodes a metalloprotease enzyme 
selected from the group consisting of murine ADAMTS-1 

25 protein, bovine procollagen- 1 N-proteinase , and human 
aggrecan- degrading metalloprotease. 

10. A met^rG as claimed in Claim 6 wherein the protein 
truncat^relative to a protein in a wild type 

individual . 
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11. A method as claimed in Claim 1 wherein the t 
organism is a nematode. 



12. A methocL-er^ cldimed in Claim 11 wherein the target 
organism^iis^ a nematode selected from the group consisting 
elegans and C. briggsae . 




13 . A method as claimed in Claim 1 where iniixe^St 
least one modulator is selected ficou^J^r^^gTO^ consisting 
of a nucleic acid moI^cyJ^7--^protein molecule, a sugar, a 
lipid, an or^ja^rrT*molecule , a synthetic or natural 
10 pha^na^utical agent, and a mixture thereof. 



14. A method for identifying a nucleic acid sequence 
that affects migration of a developing gonadal cell, ^ene 
method comprising the steps of: 

treating a target organism by a method selected from 
15 the group consisting of RNA interference ^.xfeverse genetics, 
and chemical mutagenesis to alter mi^a^tion or shape of the 
developing gonadal cell iiv-fehe t^ated target organism 
relative to migration in iheitarget organism before 
treatment; and 

2 0 identifying in the^ tre*art-eti target organism a nucleic 

acid sequence aff^ted by the treating step. 



15. /A method as claimed in Claim 14 wherein the 
treating step affects a nucleic acid sequence that encodes 
a Tzrotem. 
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16. A method as claimed in Claim 14 wherein th^ 
treating step affects a nucleic acid sequence that/ 
regulates nucleic acid transcription or translation. 



17. A method as claimed in Claim 14 wjlerein migration 
of the developing gonadal cell in the target organism 
before treatment is absent or reduced ^relative to a wild 
type individual. 



18. A method as clai] 
treating step restores o: 
developing gonadal cell 
relative to migration 



Claim 14 wherein the 
jhances migration of the 
ie treated target organism 
the treating step. 



19. A methofl as claimed in Claim 14 wherein migration 
of the developing gonadal cell in the target organism 
before treatment is at a level of a wild type individual. 



2(K A method as claimed in Claim 14 wherein the 
treating step reduces migration of the developing gonadal 
cevi in the treated target organism relative to migration 
before the treating step. 
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21. A method as claimed in Claim 14 , wherein t'h« 
target organism comprises a protein that directs ce 
migration, the protein being selected from the gro*ip 
consisting of a protein encoded by a native polyr*ucleotide 
coding sequence, a protein encoded by a heterologous 
polynucleotide coding sequence introduced intc/ the target 
organism, a protein that shares at least 2 0%/amino acid 
sequence identity with either of the foregoing and retains 
an ability to direct cell migration in tbfe target organism, 
and a chimeric protein encoded at least/ in part by at least 
one of the foregoing and introduced iilto the target 
organism, the polynucleotide coding yfeequence being under 
transcriptional control of a promoter active in a tissue 
located sufficiently close to thef developing gonadal cell 
so as to signal the cell to migrate. 



22. A method as claim 
polynucleotide coding se 



Claim 21 wherein the native 
is C. elegans gon-1. 



23. A method acclaimed in Claim 21 wherein the 
heterologous polynucleotide coding sequence is a homolog of 
2 0 C. elegans gon-1 
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24. A method as claimed in Claim 23 wherein the 
homolog ot/C. elegans gon-1 encodes a metalloprotease 
enzyme selected from the group consisting of murine ADAMTS 
1 prote/n, bovine procollagen-1 N-proteinase , and human 
aggrecan-degrading metalloprotease. 



'25. A method as claimed in Claim 21 wherein the 
protein is truncated relative to a protein in the wild type 
individual . 
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26. A method as claimed in Claim 14 where! 
organism is a nematode. 



arget 



orga: 



27. A^rtfTod as claimed in Claim 26 wherein the target 
is a nematode selected from the group consisting 
C. elegans and C. briggsae. 
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